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This petition is being filed with an Amendment after prosecution was reopened in 
an Office Action dated December 8, 2008, withdrawing a previous indication of allowability for 
the single claim then pending in the application. 

The prosecution in this case, has been arbitrary and capricious in violation of the 
administrative act and Constitutional Due Process. The Examiner has for the second time 
switched between substantially redundant primary references in obviousness rejections, without 
ever articulating a reason what was considered to necessitate the switch, or any other bona fide 
reason why the new primary reference is needed for full consideration of the patentability issues. 
These switched references have raised no new issue and so are, at best, merely cumulative of 
documents already dealt with in the prosecution. In fact they contain experimental results and 
teachings that teach directly away from the invention that have simply been ignored in making 
the rejections. The time and expense required to respond to these switches, however, has been 
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substantial. The applicant is being substantially harmed by the delay in grant, and the shortening 

of patent life that follows from the new rejections that have imposed substantial additional 

expense and delay without any counterbalance public benefit or administrative necessity. 

This petition, as a main request, asks that the Director exercise supervisory 
authority in this case to require that in response to the filing of the accompanying Amendment, 
the Examiner be instructed to allow the case or, if the application remains rejected that any new 
documents cited as primary references against the claims include: 

a reason why the new reference was not earlier cited; 

an identification of subject matter not present in the references of record that is 
considered to be more pertinent to the subject matter of the pending claims than the 
documents that have already been applied, and the reason why it is so considered; 

a statement by the SPE and the Group Director that they have reviewed the 
applicant's prior submissions in light of the Examiner's statement and agree that the new 
reference raises a non-cumulative issue substantive to an issue of patentability. 

As a defensive request, in view of the arbitrary prosecution of this application to 
date; the Office's recent failure to effectively police reopened prosecution during appeals; and the 
loss of patent life incurred when prosecution is reopened after an Appeal Brief is filed in RCE 
cases, the petition further requests that if applicant chooses to appeal, the Examiner be instructed 
that upon the filing of an appeal brief, he must choose between allowing the application or filing 
an Examiner's Answer without reopening prosecution, and that the Supervisory Examiner be 
instructed not to approve any further reopenings after an Appeal Brief is filed. 
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This petition is accompanied by the fee required under 37 CFR 1.17(f). 

Facts 

This case has been pending more than 5 years. It was filed in October 2003. The 
first Office Action was mailed on March 25, 2005. One RCE has been filed, on March 9, 2006. 
At that time the primary reference was Dudek et al, US 6291516, ("Dudek '516"). The Applicant 
expended substantial effort in detailing the state of the relevant art and the relationship of that art 
to Dudek '516, which discussion specifically included review of the teachings of Taipale 
(Amendment filed June 22, 2005, pages 9-10). Dr Sinan Tas provided a 21 page declaration 
(filed Jan 10, 2007), pages 9-20 of which were specifically devoted to the issue of non- 
obviousness over Dudek '516 taken with the prior art. Taipale is specifically included in this 
discussion at ]f29, Table 2. 

On April 19, 2007 a non-final Office Action was mailed in which all rejections 
based on Dudek '516 were withdrawn. However new anticipation and obviousness rejections 
were imposed using Beachy et al US 6432970 ("Beachy '970"). Despite the fact that Beachy 
'970 is self-evidently redundant over much of its disclosure (to the point that one has obviously 
copied the majority of its text from the other or from a common text), the April 19, 2007 Office 
Action made no effort to articulate what additional teaching or other reason prompted the switch. 
To this date the applicant has no idea if the Examiner actually thought it had some greater 
pertinence than Dudek '516 (the pertinence is believed to be substantially lower since the 
exemplification is less relevant). Citation of Beachy '970, therefore, did nothing to advance 
examination. It merely forced the applicant to incur substantial additional work, making a 
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detailed study to determine whether there was any non-cumulative pertinence not identified in 

the Office Action, identifying the new locations of cumulative teaching and formulating 

counter-part arguments to those made against Dudek '516, now applied to Beachy '970. 

Previous Objections Ignored 

In the response to the Office Action of April 19, 2007, the applicant formally 
objected, pointing out that the contents of Beachy '970 relied upon in the new rejection were 
substantively cumulative of the previously applied Dudek '516 patent, and that the Examiner had 
not identified any non-cumulative reason for making the new rejections on Beachy '970. The 
rejections therefore were, unnecessarily duplicative and unseasonably presented. See 
Amendment filed June 1 1 , 2007 at page 7. This objection was never responded to by the 
Examiner. 

The combination of the failure to articulate a substantive reason for switching to 
Beachy '970 and the non-response to this objection compels a conclusion that the switch from 
Dudek '516 to Beachy '970 had no Examination based rationale. By driving up the applicant's 
costs this switching serves to encourage applicant to abandon the application regardless of its 
merits. Considering that the application has been allowed in other countries and that the 
invention provides highly desirable solutions to unmet needs of many cancer patients the world 
over, the delay in issuance caused by these unjustified switches harms the public at large. 

Other Hopkins/Curis Documents Discussed in the Record by Applicant 

According to information from internet sources, Curis Inc, the owner of Dudek 
'516 is licensee of Beachy' s owner, Johns Hopkins. In an effort to comprehensively discuss the 
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state of the art and the context in which various generic statements contained in the Dudek '516 

and/or Beachy '970 would be taken by skilled persons in the art, the applicant at its own initiative 

has made of record and discussed specifically at least the following additional publications of the 

Hopkins/Curis authors in the documents indicated below: 

Taipale et al, Nature, August 2000, vol. 406 pp 1005-1009, 
Amendment filed June 22, 2005, pages 9-10; 
Declaration of Dr Sinan Tas, Tf29, Table 2, filed Jan 10, 2007; 
Amendment filed Feb 22, 2008, pages 26-27. 

Beachy WO 01/27135, 

June 22, 2005, Amendment, pages 9-10; 
Declaration of Dr Sinan Tas, ^29, Table 2. 

Beachy et al WO 99/52534, 

Declaration of Dr Sinan Tas, ^29, Table 2; 
Amendment, filed June 11, 2007, pages 7-13. 

Beachy et alUS 6867216, 

Amendment filed 1 1 June 2007, pages 8-17. 

Dudek et al, US 2004/01 10663 Al, 

Request for RCE and Amendment filed March 13 2006, pages 5-12. 

Dudek et al, US 2005/01 12707 Al, 

Request for RCE and Amendment filed March 13 2006, pages 5-12. 

A further discussion of WO 01/27135 is provided in Appendix B to the 
accompanying Amendment. 

Reopening without Substantive File Review and Another Arbitrary Switch of 
Primary References 

In the Office Action of December 8, 2008, a previous indication of allowability 

for claim 44 (the single claim then present in the application) was withdrawn. New obviousness 

rejections were imposed, namely Dudek '516, taken with Taipale et al, Nature August 2000, vol. 

406 pp 1005-1009 ("Taipale"), and Beachy et al US 7,291,626 ("Beachy '626") taken with 

Taipale. 
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Concerning the Dudek '516/ Taipale rejection, review of the Office Action of 
December 8, 2008 reveals that in the section titled "Reasons for Reopening Prosecution" there is 
actually nothing discussing the relationship of the new rejections to those previously withdrawn. 
There is no statement that the teachings relied upon from Dudek '516 present a different issue 
from any issue previously addressed in the first go-around with the Dudek '516 patent. 

In fact it is clear that the applicant's previous submissions of evidence and 
arguments pertaining specifically to the previous rejections on Dudek '516 have not even been 
given cursory review. The applicant has previously specifically and explicitly dealt with the 
combination of the teachings of Dudek '516 with Taipale, but the December 8, 2008 Office 
Action fails in any way to acknowledge or address this. Further, the contention in the Office 
Action that claim 44 is directed to "the mechanism of action of cyclopamine," conclusively 
demonstrates that the stated "reasons" for reopening prosecution are entirely spurious. The 
applicant has consistently cited evidence that the prior art dosages, including those of Dudek 
'516, Beachy (in WO 01/27135) and of Taipale et al, did not in fact produce apoptosis of tumor 
cells. This evidence includes explicit Beachy statements, (" '. . .microscopically visible cell 
death. ..was not observed, even at the highest doses of compounds used 1 ). See paragraph 29 of 
Declaration of Dr Sinan Tas filed Jan 10, 2007 and page 13, lines 31-32 of Beachy WO 
01/27135). To assert that the claimed invention is directed to a "mechanism of action" is 
therefore simply bizarre. 

Similarly the rejection on Beachy '626/ Taipale is another switch of primary 
references that increases applicant's expense for no apparent reason. The document once again is 
self-evidently redundant over much of its disclosure. Despite this, the December 8, 2008 Office 
Action fails to articulate any reason why it is not merely cumulative of the teachings of Dudek 
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'5 16 or Beachy '970, and does not cite any other Examination based reason for its citation in 

place of the many other Hopkins/Curis documents already dealt with in the prosecution of this 

case. 

After extensive expenditure of considerable comparative effort applicant does not 
believe Beachy '626, like Beachy '970 does present any new issue. Rather, the additional 
experimental results presented in Beachy'626 that are not found in Beachy et al'970 and the 
explicit conclusions made from them lead a person skilled in the art away from contemplating 
the presently claimed invention describing use of a selective inhibitor of Hedgehog/Smoothened 
signaling to induce differentiation and apoptosis of tumor cells in vivo. The statements on 
effective amount, administration, dosage, use of cyclopamine, application to basal cell carcinoma 
or medulloblastoma are also not new to Beachy '626. 

Further the rejection on Beachy '626 in view of Taipale et al also ignores that 
Taipale et al's teachings were already extensively discussed in the prosecution file and that the 
additional exemplifications and statements that are found in Beachy '626 (relative to Beachy et al 
'970) teach away from the claimed invention. At the very least, when reopening prosecution 
after an indication of allowability, a minimum examination quality standard would insist that the 
Examiner carefully review the references used for any statements inconsistent with the rejection 
and explain on the record why those statements are being disregarded. 

Consequently the rejection on the basis of Beachy '626 in view of Taipale et al. in 
the December 8, 2008 Office Action is arbitrary and capricious on its face and serves to drive up 
the applicant's expenditure of time, energy and finances without rational basis. 

Finally, the citation of In Re Bilski, 88 USPQ2d 1385, in the statement of reasons 
for reopening prosecution is likewise specious. Bilski is a case under 35 USC §101, pertaining 
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to patentable subject matter. No rejection under §101 has been made and none can conceivably 

be made under the rationale of Bilski. Claim 44 recites a diagnostic step that involves 

classification of a tumor as one suitable for the inventive treatment and a treatment step that itself 

is non-obvious. Nothing about the combination of these steps raises any issue under Bilski. 

Bilski provided not even a scintilla of a rationale for reopening prosecution. 



Evidence of record that has been repeatedly ignored 

The applicant has repeatedly pointed out that in examples of prior art treatments 
with cyclopamine, Beachy, WO01/27135; Beachy et al, WO 99/52534; Taipale et al; and Dudek 
et al, US 2005/01 12707, specifically report treatments of tumor cells or tumors in which 
apoptosis of the tumor cells was not observed (see, e.g. the citations above to discussion of other 
Hopkins/Curis documents). Likewise in the case of Dudek '5 16 it has been pointed out that it 
has relevant experiments in which tumor cell apoptosis is not reported, despite the fact that under 
the reported conditions it would have been observed and reported if it had occurred. 

Likewise it has been repeatedly pointed out that the evidence from the examples 
and figures of the present application, as well as the further evidence discussed in the Tas 
Declaration at 26-28, demonstrate that induction of apoptosis of tumor cells requires 
administration of a dosage magnitudes greater than a dosage effective to inhibit proliferation of 
tumor cells and that the described apoptotic elimination of tumor cells is essential for achieving 
presently described highly desirable therapeutic results and that the prior art was teaching against 
the administration of presently described dosage. 
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Other citations to both prior and subsequent art are cited throughout the 

applicant's responses and each time a new citation is referenced a copy has been provided for the 

record. 

To date the Examiner has arbitrarily and capriciously failed to make findings on 
this evidence. That failure has led to such absurdities as the contention that apoptosis is merely 
"the mechanism of action of cyclopamine," despite evidence that it does not occur at the 
therapeutic dosages practiced and contemplated in all of the prior art to applicant's invention. 
Prosecution of this case has been like talking to a brick wall. 
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Argument 

Main Request 

Because an RCE has been filed in this application, any patent granted on the 
application can be extended for time spent on appeal or in interference, but cannot be extended 
for prosecution that exceeds three years of pendency. Therefore, Office Actions that 
unnecessarily prolong prosecution before the Examiner deprive the applicant of substantive 
property rights and for that reason violate Constitutional Due Process. 

Similarly the Office has a responsibility under the Administrative Procedure Act, 
5 USC §706 avoid arbitrary and capricious actions and hence to conduct prosecution in a 
reasonably efficient manner. 

The Kafkaesque circular examination to which this application has been subjected 
is arbitrary and capricious action in violation of the Administrative Procedure Act, 5 USC §706, 
and Constitutional Due Process. In particular, the unexplained and unjustifiable citation of new 
documents that for purposes of the claims at issue are completely redundant of previously cited 
documents, the Examiner's repeated failure to make findings on the evidence of record with 
regard to the lack of any showing of an induction of apoptosis of tumor cells in vivo (or even in 
vitro) in the prior art at the dosages employed there, and the failure to make findings on the 
beneficial therapeutic outcome of the described elimination of tumors in patients while sparing 
them from damaging of normal cells, which was never achieved in prior art and was even 
considered unattainable, have unreasonably extended prosecution before the Examiner and they 
are actions without rational basis. 

When evidence in the way of publications pertaining to the state of the art, or to 
the context that a skilled person would take certain statements, is submitted the Examiner is 
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required to consider it as part of the record and make findings on the issues for which it has been 

submitted. The same is true for evidence discussing the specific examples provided in the 

application or additional experimental work a Declarant has performed. Withdrawing the 

rejection does not avoid this obligation. If the Examiner subsequently formulates a new rejection, 

that evidence does not go away. Because it is already part of the record it must be considered 

before issuing any new rejection and dealt with in the Office Action. There is no rational basis 

for doing otherwise. 

The applicant at least deserves a complete review of the record when prosecution 
is reopened after an indication of allowability and a detailed discussion of why the new rejection 
is necessary over that record. No such review has been provided on the record in this case. 

This has been an exceedingly excessive prosecution. It needs to stop. The 
Examiner has had more than enough time to articulate his position on patentability. The Director 
is requested to exercise supervision over this case to assure that it does. The delay in patenting 
this important medical invention postpones commercialization of the claimed treatment, a 
substantial harm both to the applicant and to the public at large. 

Specifically, this petition, as a main request, asks that the Director exercise 
supervisory authority in this case to require that in response to the filing of the accompanying 
Amendment, the Examiner be instructed to allow the case or, if the application remains rejected 
that any new documents cited as primary references against the claims include: 

a reason why the new reference was not earlier cited; 

an identification of subject matter in the new primary reference that is not present 
in the references of record and is considered to be more pertinent to the subject matter of 
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the pending claims than the documents that have already been applied, and the reason 

why it is so considered; 

a statement by both SPE and the Group Director that they have reviewed all of 

the applicant's prior submissions in light of the Examiner's statement and agree that the 

new reference raises a non-cumulative substantive issue of patentability. 



Defensive request 

The Office has publicly stated that reopened prosecution after an appeal is filed 
should be "rare." This has not proven to be true. In an earlier review of files in the undersigned's 
firm, just in the period from January 1, 2008 to mid-August 2008, the undersigned's office of 12 
attorneys had received Office Actions in 21 different applications where an appeal brief had been 
previously filed. Thus reopened prosecution is a common , perhaps even usual , response to a first 
Appeal Brief. The practice of un-consented reopening of prosecution after the filing of an 
Appeal Brief is usually improper and has become abusive. The delays in patenting imposed by 
this practice harm the applicants and the public at large as they significantly reduce the incentive 
to innovate which the patent system is designed to provide. This is especially the case here 
where an important cancer treatment is involved. 

In this case the applicant has already been subjected to arbitrary switches between 
merely cumulative primary references and an unreasonable reopening of prosecution after 
indication of allowability. In view of the now common practice of reopening prosecution after 
an appeal brief is filed, and the already circular examination to which this application has been 
subjected, the applicant has good reason to fear t hat if an appeal is filed his right of appeal will 
also be frustrated by yet another reopening of prosecution. 
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Upon the filing of an appeal brief, procedures before the USPTO become 
adversarial. The Applicant has a grievance against the Examiner. The essence of the grievance 
is that the Examiner's unmerited action is depriving the applicant of a property right for which 
the applicant has qualified under the patent statutes. Constitutional Due Process requires a 
substantively fair procedure for adjudicating the grievance before a neutral decision maker. This 
is the function that the Board of Patent Appeals and Interferences is supposed to provide. 
However, when the adversary himself is allowed to prevent review, and at the same time to 
perpetuate the grievance by continuing to withhold the patent right, the review becomes illusory. 
The current practice effectively puts into the Examiner's hands the ability to prevent review of 
his own action. No reasonable person would consider this meets the "fundamental fairness" 
standard. The assignment of the decision to reopen prosecution is therefore violative of 
Constitutional Due Process. 

To the extent that the Director's general responsibility for quality examination 
might occasionally necessitate a discretionary reopening of prosecution after an Appeal Brief has 
been filed, that discretion must be exercised with substantive protections that are in fact 
effective to assure that Examiner's rejections are not routinely shielded from review by the Board 
of Patent Appeals and Interferences and ultimately the courts. 35 USC 134(a) is a substantive 
statutory limit on the Director's discretion that is not satisfied by allowing reopening of 
prosecution merely with an SPE signature. 

Much more rigorous policing of cases in which prosecution is reopened is 
required to protect applicants from the abuse of their rights under 35 USC § 134(a), the APA and 
the US Constitution than routinely occurs under current practice. The requirement in MPEP 
1207.04 for SPE approval to reopen prosecution after an appeal brief has proved to be totally 
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ineffective in protecting applicant's rights under 35 USC § 134(a). No standard for deciding 

approval is required in MPEP 1207.04. SPE approval is being routinely granted without any 

basis articulated on the record for that approval. This is arbitrary and capricious. The Office has 

institutionalized a circular examination system that effectively precludes review of Examiner 

actions. It withholds or unreasonably delays patent rights to which patent applicants are lawfully 

entitled. This is an abuse of the Director's discretion in implementing examination procedures. 

It is prohibited under the Administrative Procedure Act, 5 USC §706 , by Constitutional Due 

Process and by the express terms of 35 USC § 134(a). 

Applicants have a statutory right to Appeal after a second rejection. 35 USC 
§ 134(a). The Office has no authority to attempt to circumvent this right. The statute is designed 
to facilitate expeditious and examination at reasonable cost, and ultimately to provide applicants 
with a mechanism to bring their case to a point where judicial review becomes available. 
Reopening of prosecution after filing an Appeal Brief frustrates applicant's statutory right and is 
facially improper except in exceptional cases. This case is not one of them. After this 
prosecution no bona fide grounds conceivably could arise to justify interference with obtaining a 
Board decision on any issues outstanding after review of the accompanying Amendment. 

Patent term extension remains available for time spent on appeal, but current 
USPTO rules unreasonably provide that time on appeal does not begin until the Examiner files 
an Answer. Consequently reopening of prosecution instead of filing an Examiner's Answer 
causes tangible harm to applicant's patent rights, at least in those cases where an RCE has been 
filed, as is the case here. 

Therefore, as a defensive request, in view of the arbitrary prosecution to date and 
the Office's recent failure to effectively police reopened prosecution during appeals, and the loss 
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of patent life incurred when prosecution is reopened after an Appeal Brief is filed in RCE cases, 
and the public importance of the subject matter involved, the petition further requests that if 
applicant chooses to appeal, the Examiner be instructed that upon the filing of an appeal brief, he 
must choose between allowing the application or filing an Examiner's Answer without reopening 
prosecution, and the Supervisory Examiner be instructed not to approve any further reopening 
after an Appeal Brief is filed. 
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Conclusion 

Good cause has been provided for the Director to exercise supervisory authority 
in this case to prevent reopening of prosecution except under the exceptional conditions specified 
in the Main Request, and, should this case proceed to the filing of an Appeal Brief, to protect 
against interference with applicant's right of appeal to the Board as specified in the Defensive 
Request. Both remedies are requested. 
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